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[If « 1 1 
* (l) 
[ft l ] 



-f;l^{±, N0 2 , CFs, Br, CU F, R 2 (R 2 i=J\ Ci - 2 0 T )\<m%Mtiff 2>o ) , OH 

or 6 (R 6 f±, Ci - e T)v*)i,mz±m-rz>) , 0CHF 2 , COOR 6 , NH 2 > NHR 6 . NR 6 R 7 (R 7 

fi, Ci - e 7»/*^**iftl*-t-*o ) . CONH2. CONHR\ C0NR 6 R\ COSR<\ SR<\ S(0)R 6 
, S(0) 2 R 6 . SOsH. S0 3 R\ SO2NH2. SO2NHR 6 , S0 2 NR 6 R 7 , 

Ztt-flfc£(2) 
[ft 2] 



i5£<k tfXtfRMi, R— XttffillfcfK OH. Ci - e T;V3d^>*. C 3 - 6 T)\>>r- 
/l, C 3 - 6 T;V^r-^^^'>S, OAr 2 (Ar 2 i±. 7x^iH (R^i-ZHfeJi 

, ^n^/l?, Ci - 3 7;v^^»XttCi - 3 r/i'a^vafefc.fco-cefcfcflMftSfi 
tUv^o ) *jftHM-*o ) > 0ANR 6 R 7 (At±. C 2 - e T;V*V>* (»C 2 - e T;V* 
l/^ili, Ci - 3 T;v^;V^X«Ar 2 ^ J;oT^^«m$tLTV^T% 1V> 0 ) 
•T*o ) > 0AN(CH 2 Ar 2 )R 6 , OAOR\ OACN, NH>, NHR 6 % NtfR 7 , v-^Xtil- tf 

nijyi^*ti*t4^ R 4 R tfR 5 K * o TOYO (YtiiSII^C 2 - 4 TJ^V^i 

(®c 2 - 4 7;^v>i(±, Ci - e r;v*^> Ci-e 7^3*^*, Ci - e r 

;v n ^ y 5!; ;v^X(iAr 2 1: <t o tt« $ tit U v> 0 ) *mfc1rZ>o ) , NHYO. R 6 N 
YO. NHYNH, R 6 NYNHX{iR 6 NYNR 7 ^^1*^^)0 I fc^BfcL ; 

r%.m b i±, zti^wm&Lx, Ci - e t;v*;v*. anr 8 r 9 (r 8 zufr 9 i4, *ti*ti 

ML-C, fc%m=f; Ci - 6 7;V*;V« (fCi - 6 Tfrtr^mt, 7x-JVi (»7 

x -;u*«> Ci - 6 T/ua^vafeXtt^a^vjK^-citJJi^tLwr* iv^o ) 
StLTV^-cfc iv^ ) Xli7x-^ (S[7x->Hfe»i, Ci - e 7^3^'>*Xli^n 
y^JI^trgm^^Tv^X^ £v> 0 ) ttHctS. ) , CH 2 0ANR 8 R 9 . Ar 2 , CH=CHAr\ CH2 
CH(0H)Ar 2 . CHO, CN, CH2OH, CH2OR 8 , AN(CH 2 CH 2 ) 2 NR 8 X{iNR 8 R 9 &*Bfc L ; 

tftefrmm*. Ci - 2 0 t;v*;v* (SeCi - 2 0 T;v*;v*fi, 7x-jH (|7 
x-/H£»±, Ci - e 7;v 3 4p ylXli^n ^>JF^ttt? tit v>t ^ i v^ D ) „ C 2 
_ 6 r)v^r=.)vmxitC2 - e 7** -A'* (S?C 2 - e T;vy-^^*S.y f C 2 - 6 TJW 

(f7x-jHli, Ci - 6 7JV3^^iXtt^°^>^S 
^J^T^tUv^o ) -eSm^tLtrv^Tt J;v^ 0 ) -trSm£*L-CV*T& iv> 0 ) , ANR 8 

R 9 > 

[ft 3] 

-A-l/ V-R 8 • — A-tT yj-RP 
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R 3 ^ANR 8 R 9 (A, tfRtftftt. IWBKRICo ) ^ 
[ft 4] 

— A — h/ \l-R° - — A— rT^)t-R? 

3 ] 

R b #\ ANR 8 R 9 (R 8 3tO«R 9 »±, ^tL-rtL^3tLT, 2fcf£lE3\ Ci - 6 T^/Hfe (»Ci 
- 6 7;i/*;i'*^ 7x-^i Ci - e T^3*'>*X»i^n^*^® 

£MU Ci - 6 T;V3^v^Xt±^ay>'lE^-g«|$tLTv^t:'fe iv>„ ) *i*tS. 
) „ CH20ANR 8 R 9 , CH 2 CH 2 N (CH2CH2) 2 M 8 X(4NR 8 R 9 R 3 ^Ci - 2 o T/l'+ZWafc (gf 

Ci - 2 o T^^SM*. y*-n>& (^y^-;v^{i, Ci-e T;V3^ySXIi^n 
y^JB^-cflHfeSfr^-cfc «fcv\, ) , c 2 - e T;v^^;v*xt±C 2 - e T;v^r-;v» 
(^C 2 - e T;v^-;v&;s.U f C2 - e T^^-^afett^ (i7x-;Hii, 
Ci - 6 T^n^rySXI^nr^iSfC'Ii^tiT^-CUv^ ) T-g3fc$*LTV>T& 
£v> 0 ) t*tH^in:v^Uv>o ) -e&«K r^Ci - e 7;v*;v*-t~&&W l £ 

fBttofls^w. -e- wism^ Kims ft« ^x«i -e-tt & <z>ig«&*n&-?* sn^^fAf 

5 ] 

R 4 &r^R 5 ri*— »h*otoyo (YttHtiioC2 - 4 r;v^i^>* (tc 2 - 4 7^u>* 

tt, Ci - 6 T^***, Cl - 6 7*3*2/*, Ci - 6 7^3^->*;^-^*XI± 
Ar 2 i:J:ctm$^TUv^ 0 ) **l*i-So ) * NHYO. R 6 NY0> NHYNH. R 6 NYNHXiiR 6 N 
YNR 7 T'^^>i»*^2. 3X14 4 fc|BiWMfc#*&, *<&E*ttfcI^3*LS«;X.li-e-*Lfc<0 

6 ] 

Ar 1 ^ 7x^)K 3--h07x-JK 2--ho7x-;V, 3-^nn7x-JK 2 
-^do7x-)K 3-^h^->7x-;K 2-^fJfy7x-^ 2-h'J7JVtn^ 
f;i/7x-^, 3 - h V 7^tn^f^7x- 2 , 3 -S>* nn7x-;vt^Sf| 

[M*^ 7 ] 

l*3fcJSl ~ 6 colpitis ^fS^O Ti*;Vy^Af PJUF^J £ ^^~t^> » Tl*^V>7 
[NF^S9] 
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[W** 1 0 ] 

[MM 12] 
[If** 13] 

i4] 

[fit** 15] 

[I*ai6] _ 

w*ai7i 

ft** i~6 w-flff tL*» t SB*o T ffl # n> */ *7 A *f- 1 * ;v RE#3iJ %> . JR^tf** 

[W** 1 9 1 

w** i ~ eo-ftrit^Kiaft^Ta^/uv^A^^^^a**!***-** #n?&df&x 

[f»**2 0] „ 

w** i ~ 6o-nj*t*»nsB*oTa*^"> , > A^*;vifl«3iJ£^ri~£. 

[ft** 2 1] 
[H^2 2] 

ft** 1 ~ 6 Ofaft^ KIMR© Ti*^>")Aft^^ E*5ffl 1" 4 ^ #SS14*SS 
[11**2 3] ^ 

it** i ~ 6 otfitifr \^wmv> n*A'"> , >Af ^E#;ffl ^ t A,a»^sf 
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[0001] • 

[0 0 0 2] 

JUL***, &ih&m%¥<vffim&&m&<v&^~%®^&&zt*mhtix^2> 

. #tr^ti$a~7#KSo ) o 
[0 0 0 3] 

[0 0 0 4] . 
[0 0 0 5] 

(#!lxJ*\ ^#Kf2#l,o ) , »tt3#Io ) > ^SfflSft* 

ttU*fc««tt*«ER iMMfcfcllM K Sfcfl»fb ##W=^ 

1K5#M. ) . WiEttttfeii-r**!** #«Hfr:fctt6#J!&« ) > ^ 

£ ^#^m6#HS 0 ) , J: tf#M *t^f7#io ) > 

tf9#i. ) , T^^^ wx.it ^iresu o#Mo ) <ommm5--$-z>t®&z 

[0 0 0 6] 

WB 8 ** 1 J #^BB 6 1 - 3 0 5 9 1 -^<2r^ 
[#M S S:«2] #MBS6 0 - 6 9 0 8 9 
[WiM^l !H¥0 1 - 2 7 5 5 9 1 ^<2r^ 
[#^^4 ] #MRS 6 1 - 6 3 6 8 8 
[!$W1CWt5 1 #MBS 63-23399 2-^» 
[#^«t6] #r?SBS6 2 - 1 6 9 7 9 5^m 
[##£#7] #MBB6 2 - 1 6 9 7 9 6^<2:^ 
[^»8] #i¥0 2-l 3 8 2 2 l^&m. 

#W 2002-22637 6 
[#N#ff 3tiifc 1 ] Masumiya H et al. : EurJ Pharmacol 335, p. 15-21 (1997) 
[&&1!tZM2] Mulder P et al. : J AmColl Cardiol 29, p. 416-421 (1997) 
bM#fr:£lSfc3] Viliame J et al. :Cardiovasc Drugs Ther 15, p. 41-48 (2001) 
[*#B\fciU] Fareh S et al. : Circulation 100, p. 2191-2197 (1999) 
[#M#lr:£lifc 5 ] Noll G and Luscher TFiCardiology 89, p. 10-15 (1998) 
[gHHff£lR6] Baylis C et al. : Am JKidney Dis 38 p. 1292-1297 (2001) 
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[*#!££$ 7 ] Bilici D et a 1. -.Pharmacol Res 44, p.527-531 (2001) 
[#4W2:It 8] Lenglet S etal. : Endocrinology 143, p. 1748-60 (2002) 
[IMtfHvfclR 9 ] McCallum JB et al. : Anesthesiology 98, p. 209-216 (2003) 
mWWJcMl 0] Porcello DM et al.: JNeurophysiol 89, p. 177-185 (2003) 

[0 0 0 7] 

<HiK teX*), fetv^ ^M^co^^t\ 4S©f (Quality of Life) <Dj&T*ft 
< ^tltt^* £ - 1 rt*Jt;«2 it 4 o 
[0 0 0 8] 

[0 0 0 9] 

o 

[0 0 10] 

BP*,. -*-$m\u 
1. ^ (1) 
[0011] 
Uti] 

R"^N^R b 

[0 0 12] 

C^*, ArMi, 7x-^i, fc°>jv?;i^, 7 V ;v&X&i2, i,3-^> Vt^ffyT 
4--Oi/* (^^^-;v*. i±°Vv;i^ 7U ;^^;&a%l,3-^>y**^v7V'-;l'-4- 
'f;^»^i, NO2, CF 3 , Br, CU F, R 2 (R 2 {i, Ci - 2 0 T^^r^^MMir^o ) , OH 
, OR 6 (R 6 i±, Ci - 6 T/U* ;V^£l:l*-f &) > 0CHF 2 , COOR 6 , NH 2 > NHR 6 > NR 6 R 7 (R 7 
It, Ci - e TfrZ-fr&ZlgM-t&o ) , C0NH 2 , C0NHR\ C0NR 6 R 7 , C0SR<\ SR\ S(0)R 6 
, S(0) 2 R 6 , S0 3 H, S0 3 R\ SO2NH2. SO2NHR 6 . S0 2 NR 6 R\ CNW7 z.-)V** v^>*rt> 

Z(i-«(2) 
[0 0 13] 

Kb 2] 



5«0 



E* 

[0 0 14] 

13;*, R4£tFR 5 (i, IWI-XCMEH&tK OH, C1-6 T^n^fyi, Cs - e 
;i/*3rv^, Cs - e 7;v^-;vt^fvi, OAr 2 (Ar 2 {±, 7x-;H (^7^-;v^{i 
, /NnyyJK^ Ci - 3 7^* Jl^XiiC 1 - 3 T^^ir's&kzXvXfcMfcWMZti 
Xt>£^ 0 ) *W>fc-?Z>° ) > 0ANR 6 R 7 (Ati, C2-6 7;KV>I (^C 2 - 6 T)V* 
ls>mt, Ci - 3 T;V^r^*3l(±Ar 2 m:oTff^^S^^^TV^X^ «tv^ 0 ) 
-T-2.0 ) > 0AN(CH 2 Ar 2 )R 6 , 0A0R 6 , OACN, NH 2 , NHR 6 , NR 6 R\ 1-Vf^U V-frXlil-V 
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nyyi^ttttt**, R 4 ]5.t>Tl 5 ^-^H^oT0Y0 (Yttl£attf>C2 - 4 
(ic 2 - 4 r^+w^ti, Ci - 6 t;v*;H£. Ci - 6 T^a^Vi, Ci - 6 T 
;i/3^vp!;;i/,-K^;i/*Xt±Ar 2 ^ioTfi^$tLi:^ J:v> 0 ) *5R5|c"t*o ) > NHYO. R 6 N 
YO. NHYNH, R 6 NYNHXtiR 6 NYNR 7 ^^l*i-*o I £j£i*L ; 

R^t^Ni, ^tt^tia^L-c, Ci - 6 t;v*;v», anr 8 r 9 (R 8 3OT 9 te. ^tt^tt 

iSU, vfcSMK^ C1-6 T)\<*)Vm (tCi - 6 T^^r^^ti. 7x^;H (^-7 
Ci - e T;v-3^'>^Xt±^Ma^>^-e«^$^-cv^-c^ £v> 0 ) 

ryjg^-eW&Ztir^Xi* X^o ) Sr^-r^o ) . CH20ANR 8 R 9 , Ar 2 , CH=CHAr 2 . CH2 
CH(0H)Ar 2 . CHO, CN. CH2OH, CH 2 0R 8 > AN(CH 2 CH 2 )2NR 8 X{iNR 8 R 9 Z&ML ; 

R 3 iiTKStJK^ Ci - 2 0 t;v*;v* (iCi - 2 0 T)v*)vm±, 7x-jH (i7 
^^^(i, Ci - 6 T;v3^yIX(i^n^>F^tffi|$tLtv^Uv^ ) . C2 
_ 6 r)v^r=.)v&xitC2 - e tjv*-;v* (iC 2 - e t;v^--;v*S.^c 2 - e t;v 

(K"7^-^{i> Ci - 6 T^^^rv^ti^o^^M^m 
m^ttrv^T^ ) -eMm^tL-cv^Tfe ) xw&2tix^xi> ) . anr 8 
R\ 

[0 0 15] 

[<fc3] 

— A— r/ \l — R 8 * — A— iT^^N-R 8 

[0 0 16] 

(5$;<t\ o&tfp fis ^WtiilL-C 3X&4 £:ti*U qli, 1, 2Xli3^fi*t 
[0 0 17] 

2. R 3 ^ANR 8 R 9 (A, R 8 £t>Tl 9 {i. HtfB^iWICo ) ^ 
[0018] 
lit 4] 



[0 0 19] 
[0 0 2 0] 

3. r4 s Ci - 6 t;w^^s CNXf;iNH2-e&£ 2 . ^IBm^-fb^s -toESM&fc 

[0 0 2 1] 

4. R b 7^\ ANR 8 R 9 (tfXtftftt, * tL* *MBtit L X % 7X#^T". Ci - 6 T^/Hfe 

(iCi - 6 r;v*;i/»te> (»7x-^*t±. Ci - 6 r^a^afeXii^ 

7*-/uafel4* Ci - e TA'3*^*X»4^ny>JK^-Cflllft$ii.TV>r% «fcv> 0 ) 
*1"^o ) , CH 2 0ANR 8 R\ CH 2 CH2N(CH2CH2)2NR 8 X(±NR 8 R 9 T'*l9, R 3 #Ci - 2 0 T;V* 
(RCi - 2 0 r;v^r^*ii> 7x-;H (»7i-^*»±. Ci-6 7J^ + ->S 
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Xl±^nrvm^--Cg^$tLTv>Tfe «tv> 0 ) , C2-6 7;v^-^*XiiC2 - e r;v 
(iC 2 - e 7;v^-^^C 2 - 6 Tfr*=-^&1±. 7^-^ (^ 7x - 
Ci - e 7^3^->*Xtt^ny>ig^-e««l$tL-cv»t:f> *v\, ) T?ttgl£*L 
Wt&J:v> 0 ) T-e^^tLTV^Tt iv^o ) T?*>K R a ^Ci - 6 7;^^lt*S 1 

[0022] 

5. tfRU&tf-mKKvXQYO (Yl±it#IOC2 - 4 7^^V^* (§CC 2 - 4 7^ 

*]s>mt, Ci - 6 7;v*;i^ Ci - 6 r;v=f^v^ Ci - e r 

;V*XtiAr 2 ^J:o-C«m$tLT^ ) *H&-?Z>o ) . NHYO, R 6 NY0, NHYNH, R 6 NYN 

[0 0 2 3] 

- ji,, 2-;ou7i-;k 3 F + y7x^;K 2 - ^ Kv7xiJK 2 - b V 7 
j^n^fiV7x-;i/, 3- h';7fl/tn^f^7x-^tt2, 3-^007*-* 

[0 0 2 4] 
[0 0 2 5] 

8. 1.-6. <DfflftfrKmWl<VTM*)i'^V&^v^)\'m^MZ^1~Z>^ Tl* 
[0 0 2 6] 

9. 1.-6. ^4TfftL*»^SB«<OTa*-«''> , >Af-^^^ia##J*:*&^r"t**% 'll^X 

[0 0 2 7] , _ 

10. 1. ~6. <DiRtii!f*iZtRfttoTM%fl'i'V&***fr&&ffl*&G~r&* 

[0 0 2 8] _ 

11. 1. -6. tf5'W*t**HlB*OTfi*>i'^ , ^Af-^*^EftW***'i'*^ 'MB 

[0 0 2 9] , _ 

12. 1. ~6. Oflf*L*»»CB*OTa*il'V9Af--V*A'EftW*'ft'*T*^ 

[0 0 3 0] ^ 

13. 1. -6. o^*t*t|B<tOTa*>Ui' , 5'Af-'Y*^fiWW*#!firT*% ®^ 

14° 3 1. ~6. ©^*L3ft»PlB«OTai*/l'5/'5rA^-v*>UBa**l4r**i"*^ 
[0 0 3 2] 

15. 1. -6. ©<ftr*L*»KiE*«>Tia*^v9Af-^*^iaffiBi***"t*^ 

[0 0 3 3] 

16. 1. -6. O'0!rtL3ft>^|B«OTM*^'>^A-f--v^^|fi**I*r#^r"t"*N 

17. ° 3 }. ~6. ©Wh.frfclBlftOTSfc/i'V* A?-^*/uBE##Jfc^1~&, 
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[0 0 3 5] 

18. 1. ~6. <DffitLfrfc%ZM<OTM* fr^V *^M^-M£^~1~2>^ W^f 
[0 0 3 6] 

19. 1. ~6. ^<prtt^^IB^<^TM^^->^^^-V^^IS#S , J^^^"^> 
[0 0 3 7] 

2 0. 1. ~6. O^^^lB^OTM^^^^^^^^^Ifi^J^^i"^- ^ 
[0 0 3 8] 

2 1. 1. ~6. O'fprtL^HlSttOTM*^^'? A f-**>u|H#3!l 
[0 0 3 9] 

2 2. 1. ~6. ^M^^ia^TM^^v^^^A'^^M^J^^i"^. 
[0 0 4 0] 

23. i.~6. oMtL^^iam^TM*^^^ A^^i/M^^r-r^ 

[0 0 4 1 ] 
[0 0 4 2] 

^iiffi**. TnJ fi^^^-^Sr, I'iJtt'fV*, rsj T 
tj tt*-V*y-*, TcJ tiV^n*^l*i-^o 
[0 0 4 3] 

[0 0 4 4] 

o 

[0 0 4 5] 

*f-JK i-f-ZK n-^n^, i --fxx M^Tf c -Zn M^i^mf bfr&o 
[0 0 4 6] 

x.tf, ±fBCi-3T;i/^;v^^P^g^^inx.'C, n-z^;K i -z^;v> s-^f 
;K t-^^, c-Z^;k n-^vf-JK l ■^i'- n -Z?-;K 2->^;v-n 
-Zf-;K 3 f-*- n-Z^;K l, l-^f^-n-T'D^ C -^>^JK 

2-^^-))/- c--f^-)^, n-A^fyj^ 1 n-^?>f-;V, 

1, l-y>f;V-n-rf;K l-xf^-n-W, 1, 1, 2-M; 
^f;v-n-^n^, c-AJfy^ 1 c 1 c -Z 

[0 0 4 7] 

-W^tf, ±SBCi-6T^**'*C^»ffe1t»lfeKJPx.T. n-^"Zf-/K 2 - c -'O^ 
.r.-^;K n-^-^f-;v> 2 - c frx-'f-*'* 3 — c n -Zn fcf;K n 

3 - c --^.^ v;v- n -Zd tf;v> 4 - c — ^>f-;v— n — "Z^;k n — t*v 

^ 4 _ c _y S> ^c /;l/ _ n — 5 - c — ^y-f-Jl^— n -^'/f A', n — >"7*->;V 
> 5_ c _Ait-y;v-n-^yf;K 6 — c — ^^^;V- n — ~>.>K n-KfvJK 
n _pjf^ n -rl>7f-»K n-^>^fy^ n -^*i>-3r r '>^ n-^Z* 
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[0 0 4 8] 

% 2-t p o^x.;k i_pif-;i/-i-jcr-;v> i-y-r-;w 2-?V-;v > 3--/7--/K 2-;*^ 

, l-n-/nk°;i/if-JK 1-^ fM-/f-;K Wf^-T'f-K l-^f-;V-3-7 
2-xf;v-2-7'D^-;K 2-^-^;v-i-^x-;v, 2-> f;v-2--/f^;v, 2-^f- 
^-S-^x-^, 3-^^;V-l-^-^> 3-^ ^;V-2-y-f-^> 3-^f;V-3-/f-^, 1, 
l_vV^;V_2-7 p n^^;K l-i-^n tf;v^x-;v^ 1,2-v^ •f-;v_i-7 p n^^;v. 1,2-5* 
> f-;V_2--/n^ — l-^3r-b — ;K 2-^^r-ir — ;K 3-^^-*: — ->K 4-^3 ! "fe — JK 5- 

% l_>f-;V_4_^>x-;V> l-n-yf^xf-^, 2-.* f-;V-l-^ Vx-->K 2-^;V-2- 
2-> f-;V-3-^^x-^. 2-* -f-;i/-4-^ >"r — 2-n-^n^;V-2-'/n^ 
3-p« 3-^ ^-)V-2-^yT=-^, 3-^ f-;V-3-^>-r-=-;V, 3-^ 

^;i/_4_^<>/x-;K 3-jr.-^;i/-3 -^t-— 4-^ ^;V-l-^>x — ;v> 4-;* ■?-;i'-2-^> 

4-^;V-3-^>-r — <>K 4-^ ^;i/-4-^>"f--^> 1. 1-*J* r)V-2-7T~fr> 1 
,i-v^f-^-3-^x-^. i,2-v>f-;wi-7*-r-;v> 1,2- ;v-2-j/x->K i,2-y 
,*f-;v_3_-/-=r-;K i-^f;i/-2-xf;V-2-^n^^;V, i_ s _-/^;J/.xt-^;V > l,3-5» 
^;v_i_-7^-;v. i,3-v^^-2--/f-~;K i,3-P^^^-S-^T=-^, i-i-^f;vx 

2 > 2-v^^;V-3--/t--;V, 2,3-> f ^^;V-l-7'x--'Vs 2,3-v^^V-2-:/x- 
A\ 2,3-y^f^-3-/r-;v, 2-1-7*0 tf ;i/-2-7"n^^;v, 3, ^;1/-1-tV^;v 
, 1-xf ji/.i-yr-^^ l-^^;W2-y-r-;v % l-^^;V-3-^x-;v> l-n-^np-l- 
^n^^;!/, l-n-T'n tf;V-2-:/n^~;K 2-^f-/v-i-7"r — >K 2-xf ;v-2-'/f-^ 
„ 2-^^;V-3-'7'7 : --^ > l,l,2->'J^f^-2-yn^;K i_ t _:/^;i/iir-;K 1-^ 
;v_1_ji^;1/-2-7'd^-;v > i-xf;w2-^ f ;v_i-yn^^;v, i-^^;v-2-p«^-;v-2-7 p 
n^-;K 1-i-^n e^-l-yn^-^^tfl-i-^n ^)Wlf ?>tt* 0 

[0 0 4 9] 

Cz - e T ttlitttXlifl , Ro4©* t ^i^ -x-^-JK i_^n tf — ^ 
% l-:/?-~;K 2-7*f-~;K 3-7^-;K l-> fcf-;W 1-^ 

2-^>?--JK 4-^O'f-xwK 1-pt f-;v_2-7^-;K \-** 

;w3-t^-;k 2-^^;v-3-^^-;v. 3-^ ^;i/-i-y-^-;v, 1,1-v;* ^•»/-2-'/n tf- 
;K 2-xf;v-2-^n tf— ;K i-^v^k 2-A^fy-)K 3-^3f v — ;K 4-^^v^ 
;K 5_^*V— l-^ ^-;v_2-^>-f--;v, i-^;t-3-^ >^-;K 1-p< f-JU-A-iy 
f-- ;K 2-^ f-;i/-3-^>-f-—;V, 2-^^^-4-^V^-^s 3-> ^-fr-WO 3- 
^^;V_4_^>^^;i/ % 4-p< 4-^ •3 L ;V-2-^>?--;K 

2_yf-zi;v, i,i-v^f-;v-3-^-;v, i f 2-v^^-;v-3-^-;v> 2,2-V* f-;v-3-y 
f-- 3,3-v^^;v-l-^-;v^ i-x.^;v-2-t^-;k i-^^;v-3-r^-;v> l-n- 
tf;v-2-^n tfx:;v N 2-^^;v-3-"/^-;v> 1-^ •f-;i/-l-xi^;i/-2-7 B n tf-;v^r/l- 
i-^ntf ;W2- yoif- ;v^^tf 6 it 4 o 
[0 0 5 0] 

C 3 _ 6 T)V*-)V**rzsmtLXteW.mXl*fr%i<0*><Dtf'££ti, 2-:/n^~;v** 

2- 7'x-;v^^>'^ 3- :/-r-;v 2-^f;V-2-^n^x;vi^y, i-^^;v-2- 
•/n^x^i/;*-^ 2-^>T";vt+y, 3-^ > r- — ;V ;f ^ -> . 4_^?>'x^;v^-^f 1- 
*f-*-2-:/^-J»'**S^ i-^^;i/_3_7'-r-^^^rv y . 2-xf ^-/n^-jl't* v 

, 2->f;v-2-rf^;i't^y, 2-^fJW3-/f-;i't*y> 3-^ ^;w2-^x-^^-^ 

3- ^f-;V-3-^x-;i/^dri/, l,i-> ? ^f-^-2--7'D^^;v^^v % l, 2-¥ * J-)V-2- 
•?us<—)\'j-*ci'^ 2-^^-t — fr**^. 3-^^r-fe — ;V^-^'>, 4-^^-fe — ^^"^ v. 5- 
/\^^r-;i/^-^'> N l-^f^-^VfxjVt^f'A i-^ -f-;V-3-^>T- — v. 1-^ 
f)V4-/<yf- ;^^fy, 2-^ ^^-2-^>'t-— ;i/t^fy, 2-^ ^-;l/-3-^>x — 

2-^^^-4-^>x-;v^^i/, 2-n-ynn°;v-2-7 p n^^;v^^r>' > 3-^-f-;v-2-^ 
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-^f-;i/-4-^>x-;v*^^> l.i-^f-jw-^:/^— 1,1- v.* f-;v-3-r-r— 
;v**~>, i,2-v ? ^Ji<'-2-7'T--;i'**y^ l^-i^f-^-S-^'x-^^v. 
_2-J.^;w2-yn^^;v^-^r-> N l, 3-v^ f-;V-2-^-r-;v^*^> ^-;W-3-7V 
-fr**^, l^-Vm-fr-Z-ZfT-fr** 9 ', 2 ( 3-vV^;V-2-rx-^^^~>. 2,3-v^ 

l-j.^;i/-3--/T--;V^ 3 r->. l-n-'/n^-Z-^n^***^ 2-^>V-2--7 
7-=.)V***y, 2-xf;i/-3-/f^JVt^y, 1,1,2-h 'J ^f^-2-/n^;vt^fv^ 1- 
^ fM.xf^-2-yn^-fl/**i', l-ji^;i/-2-^-^;V-2-7 p n^^;w^-^v'S.iy ? l-i- 
•/ n e ;l/-2- 7"n ;v * dp v^^&f ft & e 
[0 0 5 1 ] 

v. Z-Zf-JH + v, 3-^ — *'**^, l-^f^-2-7 p nifxA't^y, 2-^>^~ 
;i/^dr->, 3_/><>^^ ;i/*3^>. l-> ^;V-2--7*^-;v^-^r'>> 1- 

>f;i/-3-7*f-;vt^y, 2-^f JV-3-7*f-;vt+y, l,l-v^ ^;v-2--/n 

fr-2-~?u\Z **y^ 2-^ J r->-^^^r~>> S-'^S' — fl'**^ 4-^ 

f--;V^-^r>/ > i-*^-)V-4-s<y?--)Vi>r**s^ 2-> ^;V-3-^>^ — Jl'**^ 2-^f^ 
-4-^<y^zL;l/^-iSr-> % 3-^ f ;V-4-^>f x^i^-y, 4-^ f-^-2-^>f-— ;V*3r 1 

, l- v > f - ;v-2- 7* — ;v * % l , l-'^ * ;v-3- 7*> — ;v * * -> „ ;v-3- 7' 

ifl/t*^, 2,2->^?-;i/-3-7'f L -;V**^ 1-xf A/-2-7t=^**f, l-^f-;i/-3 
;v;*-3f l-n-yof^-rntf-^t^fy, 2-^f-;V-3-'7*f--;l'**~>> 1- 
^ ^;v_l-i-^;l/_2-^n tf^;v^dr~>S.y f l-i-'/n \£)V-2--fu \Z-fr** ! >/i$im\fb 

tl&o 

[0 0 5 2] 

«itf^b*y, n-:/n#*~> % i - rc^yMc-^n^yf ^ 

[0 0 5 3] 

Ci-67;vndp->*t Ltl±, i£«L t< tiC 3 -6">^n7;i'=i^->*t l 2boT J; < 

% ±fBCi-3 7^3^r->^H^f^fim*»x."C. a-7>*v, 

% s-yj^^ t _yj.^*/ % c-^h^y, n-'O*-^*-*^ l-^f-zu-n- 
^^V, 2-^^;V-n--7*hdrv, 3 n--7*h^->. 1, 1 - S> * * - 
n-/n^drv, c-^^f^t^f-A 2-^f;V-c-7*>^fy, n-A+yW#y 

;l/ _ n _^ h ^v > i n -7h^y, l, l, 2-h'J>fA'-n-7n#* 

i/ % c-A^y^t^y, 1-ptf jV-c-^>f;Vt^y, 1 — .x*-JU- c -T'h^v 
2-^f^-c-7f*yfW?>Wo 
[0 0 5 4] 

Ci-67A/3*V*^#-/Hfek LTtt % 5-iiL<liC3-6y7n7;v3#y*^ 

i -^h^S'fcfl'Jjf— >K s - /f^y*^**-^ t - ^l-+yAJl"f- 
c -7* h ^v'* ;K n — ^>"f-;v^-*">* A'jK— 1 — 2 n -7' h 

->i;i/5K-;K 2 -^fJI'-n-rh^V*^-^ 3 - ^ ^;v- n - 7h * 

1? i - j?^ f ;v- n - ,f y A ;V**x;K c -^y )VJr ^-i/ii )Vi$=.)V^ 
2 -^^v- c -~r \. * Jl/ > n -A^y^t*y*;i'*-;^ l-^^;V-n 

-^^f-^drv^w-K^K 2 n — "Of-JU**^* 1, l-i? 
^f^-n-7F^y*^*--'K 1 -Jt-f->u- n -? \ * v# i, l, 2 - 
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[0 0 5 5] 
[0 0 5 6] 

C2-tT^^^y&t Ltli, ^ot», ^Vfl/ , /XO , ^ i / 

[0 0 5 7] 

^ > _ 2 - 4 ;K 5, 5- *■/!/- 2 - V -1, 3,2-^**^** * U * > - 2 - A 
J8tXF4,b- 9 J*' ! f-fr- 2 -t*V-l, Z,2- S J U 2 - -OW 

2. v?jif-;i/*;**-;K 5.5-5>* f-A'- 2 -t + V-l, 3.2-S>**-9-#*# V 
2 -^;l/S.t/4,6-y^^;V- 2 -^-^rV -1,3,2-^^^-9-*^*'; 2 
[0 0 5 8] 

1. :7;n.~;K 4--fD7i-)K 3 -•=■ > n7x-iW 2 - - b D7xiJK 4- 
^nn^i-.JK 3-^no7x-)K 2-?nD7x-;K 4-^Kv7x^;K 3 

'j7Wn>Wx^, 2-h'J7^tn^f)i/7x-;i/llF2, 3-^nn7x 

2. 7x-JK 3--fn7x-JK 2--Fo7x^)K 3-^nn7x-^ 2- 
^do7x-^ 3-^h^v7x-;K 2-^+y7x-JK 3-b'J7;Kn^f 

3. 7x-;K 3--Fn7x^)K 2 h n7x-JK 3-^nn7x-JK 2- 
^nn7x-)K 3->F i f/7x-;K 2-^f^y7x-;K 3 - h V ?;i/*n;* -f- 
;u -7 ^ — 2 - h V "7 n ^ "7 ai -=-;Vo 

4. 7xxj|/, 3-^bD7xx;K 2--fn7x^JK 3-n+">7x;JK 2 
h^y7x-;K 3 - h U 7^*n^^-^7i-*'3tW r 2 - h V 7^tn^f;V7x 

[0 0 5 9] 

1 . C i - e Tfr*fr&o 
2. ^-^o 
[0 0 6 0] 

1 . C i - e Tfr**^ CNXtfNHao 

2. .*?-/K CNS.W ? NH2o 

3. ANR 8 R 9 (R 8 £tfR 9 ^ *fi*1VSjtiLVX, tKJUK^ Ci - 6 TJU*A'» (RCi 
- 6 r/^n^HU 7x-;v$ (i7x-;viii, Ci - e 7^3*yIXii^ny>B 

Ci - e T;V3*v^X«^ny>^-C«Sl$tLTV»Ti <fcv> 0 ) 3 „ 

) , CH 2 0ANR 8 R 9 ^)y ? CH2CH2N(CH2CH2)2NR 8 o 

4. CH2 0ANR 8 R 9 o 

5. CH2OCH2CH2NH20 
[0 0 6 1] 

1. Ci - 2 0 (RCi - 2 0 y;i^;i^te> 7jl~;v» (l7x;;Hii 

, C1-6 T;v^^'>*X{±^ny>m^em^tLT^-ci iv^o ) > c 2 - 6 r;v^ 
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-frmxteC2 - 6 r;v*-;H£ (ic 2 - o r^-^&u^ - e r^-^afett 
, 7 a-** (|7x-Mlt Ci -6 T^a^^atXtt^n^^jK^-CHtft^tL-CV* 

3. ANR 8 R 9 (A, R 8 S.^ 9 {±miei:|WlDo ) > 
[0 0 6 2] 
[it 5} 



_ a _/^|-r8 . — A— N^yl-R 8 



[0 0 6 3] 

oil/pit W«U3Xli4«:t*U qtt, 1, 2XI±3tt*t 

& o ) o 

4. 

[0 0 6 4] 
[<fc6] 



CHzPh CHzPh / \ Fh 



[0 0 6 5] 

t0 0 6 6] _ 

[0 0 6 7] 
[0 0 6 8] 

(±. *5BJ«X0 f J. * J - ;u»l£&^f & £ t § & o 
[0 0 6 9] 

mMX liRTI*/i'S">Aft*^ lfi#£iJ £ * t a * n> 9 s 7 a ^ * ;vEI# 
JByfc#J> flHR3W, tt<&*K Hli> aWHRU TOW* a— 5r-f >^*lftif©«Jni»*«ffl 

wiJUfcana * 9 &a#o«nn5W**tfi fc3»*ri*o «»rtK#i- *»-fri±ffiWfc 
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Sfe-fkifl * if© JW0 $ *t S o 
[0 0 7 0] 

«^A^M, iSP#J*«6V»ttiefl&P , 3ia#-Cf±0. l-lOOOrag/^/H^ 
[0 0 7 1 ] 

[0 0 7 2] 

[0 0 7 3] 

X^-A 1 
[0 0 7 4] 
[ft 7] 

(3) (D 

[0 0 7 5] 

G**, R 3 . R a , R b , Ar 1 3ttfZ»±, liufS t |W|«|-?&&o ) 
IP*>, (1) (3) Wlft, M 

[0 0 7 6] 

1,4-vt Kneu *Jyft&® (3) 14, #H?HB 5 9 - 1 6 1 3 9 2#&*ft, #IPB 
60-69089 #^R. #B8BB 6 0 - 2 4 8 6 9 3 #HBS 6 0 - 2 5 8 1 9 4 

-5§-2r$PL #HB86 1 - 3 0 5 9 1-*H^BL #ggBB6 1 - 3 7 7 9 3^<&^> #HPB6 1 - 
6 3 6 8 8 #^Hg 6 1 - 2 1 0 0 9 2 ^<2r^. #HBS 61-254596 

, #HBS 6 2 - 1 6 9 7 9 5-^<2r^> #WHB 62-169796 ^3r#, #^BB 6 2 - 1 
9 5 3 9 2 #H§HS 6 3 - 6 8 5 9 1 -»&«U #B§Bg 63-233992 

#if0 1 - 1 1 3 3 9 8-^KtR.WH¥0 1 - 2 7 5 5 9 1 -t^KiB«tf>Mi£*£K 

BUM] 

[0 0 7 7] 

<7)-cf4^v^ 0 

[0 0 7 8] 

^ flifcWfclB«©'f&fr»tt. #FJBS6 2 - 1 6 9 7 9 S-^HRWHIHB 6 3-23 
3 9 9 2^SLWfBm*##^LTgl3tL7tl.4-yii h'n kfi; '7>Mt?:, #M¥ 2 - 
1 3 8 2 2 l^ftfcKttStLfcBMtfcfH -t^i^ SfcLfco 
[0 0 7 9] 
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mmumni m^mmmm. (BHKceiis) iz^m^^tzmca^-^^^^^-r^m) 

tttltiU WakamoriM et al.O^fe (Wakamori M et al. : J Biol Chem 273, 34857-3486 
7, 1998) Ki^DT, TMCaf-^^;!^ Uig) (Perez-ReyesE. : J Bioenerg Biomembr 30, 
313-318, 1998) *S&KS-£fcBHK(baby hamster kidney)M£Ji^Twholecell patch 
clampi*tr«t^m^a^6*lM*:ffo7to ^-Ca^ * mmffi-80mVK£j^#L£#ffi 
m'®LfrW*fr* (-20mV) *r#x.fcl$a>F , 3lfiJ§«ifcfc W?f^ 9 ^TV^fc^bL 

<< *>nm<omik*m%.Lito f&mtmocamm* (100%) ^Jt-r 

WOCa«SEl:«l|«l^s (%:WH) -e^L/io 
[0 0 8 0] 

ft, LfcZU Yl~Y325.^Alfi. KT^Mtit. 

[0 0 8 1] 
[ft 8] 

«= >G p - y,c ^C 

[0 0 8 2] 
Al : 3 - - fn7x-;v, 
[0 0 8 3] 
[-ft 9] 




[0 0 8 4] 



z 


Ar 1 


R 3 




mmm (%) 




Zl 


Al 


Yl 


2HC1& 


23.9 


2 


Zl 


Al 


Y2 




53.9 


2 


Zl 


Al 


Y3 




43.6 


2 



[0 0 8 5] 

S4&I091 



J&fr :£ (1) X-mZtl&ft&WJ 10mg 
¥L*t 7 0 0 m g 
a — yx? — <f- 2 7 4 m g 
HP C-L 1 6mg 



1 0 0 Omg 

5£ (1) -?^$tiMfr£$&£&*l£6 0^ ?*/aOAiv>|:It. 3- * l 2 

•/^newn-^ (HPC-L) *»ift**;tniU *£\ j&& (#LtHUS*fc 7LS0.5- 
1mm) Lfc&, ft*"*- *o &fc*Lfcl£*l»K*«tt.kav» (12/6(M?">*) t?ISMLS^ 

[0 0 8 6] 

M^'J^D 2 

J&fr 5S (1) 10mg 
?L#I 7 9 m g 
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=r — — f- lOmg 

^f7'J > ^-7 gj; v"7 A 1 m g 

1 0 Omg 

5ft (1) ^StLMI^t/tflJtS: 6 0 ^ * >'^C0^^>vmjlli- o n-^**--^* 1 2 

[0 0 8 7] 

^^j-^ij 3 



Jft# 5£ (1) X-mZtiZlt&W 15mg 
?LW 9 0 m g 
rr— y'Ts 9 — f- 4 2 m g 
HP C-L 3 m g 



1 5 0 m g 

5£ (1) T^$*L&lb£-«?L$t£ 6 0 ^ y i/x.<D&2>^Km-fo 3->^^-f*12 

y^nt>-tr;l/n-^ (HPC-L) TfciMSri^DU dI*iLtfrf£. &o #^tL 

fcMt^ii^^^ (12/60-^ y->i) tUlLltU ^15 0mg*4fl-b* 

[0 0 8 8] 

mm 4 



5* (1) -eSEStiMb^ lOmg 
?Ltg 9 0 m g 

UUSS-t^n-^ 3 Omg 

^TT'JVl^^v")^ 5mg 

CMC-Na 1 5mg 

1 5 0 mg 



5ft (1) t^^Wjfc^tlLf tM H a H -b^n-^, CMC-Na (fc^^i^^-b^n 
v^^y«?A»U WJffitl^^#^»o *fi^5fe*itft-Ll 5 0mg<Z>«E£iJ£#£ 

o 

[0 0 8 9] 

mm 5 

& (1) -?mZH2>ft&V0 10 Omg 

mmmmmrv *vk iooomi 

[0 0 9 0] 

'C?«tB* «t ^Quality of Life^*!^*-^*.* C & < <WB*:, 'MBfi^ >bB 

jLbti&o filEo-r, ^^oQuality of Life&#It Lfc-tlffifeftKH- 
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l/E 



[M«] 
[Slir] 

5* (1) 

Eft 11 




[ft 2] 

(2) 

I fcjftlfcL JIPRtfRMi^ Ci - 6 7****, CH 2 0ANR 8 R 9 , CNXJi 

NR 8 R 9 ^^^i*L ;R 3 tiCi - 2 o 7***'** ANR 8 R 9 . 
[ft 3] 

— a— i/^\-r» • — A-^^^)^-R° 

^^r" • (54. xh 

[3RBI] * L 
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: l/E 



•HI** 

1 . B 

ft fix 

ft £ 
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[000003986] 
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